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m m * 

fi I* <z> & & (c M 1" 5 tf # , 

ttat 

D N A ^ ;y 7° {C £ 5 itfc^l&S&fl?^ & S ^(Beattie et al., 
Clin Chem 39: 719-22, Fodor et al., Science, 2 5 1 , 767 ( 1 99 1 ), 
Khrapko et al., FEBS Lett, 256, 1 18 (1989), and Southern et al., 
Nucleic Acids Res., 22, 1368 (1994))ld BI*$HTV^5, DN 
Af y7 , tt, S2?IJ©I*5ltig©DNA7°o - 7* £ @ £ 

5 4fy^lODNA7'P-7'C»lT, ^^fefe^^^lt^ 

liiHiTnSt (Ri) ^-e^aufc^^^m, £> S vMi * n 1$ o 

y 7° _h (c: m S -ft: £ tl 7e D N A 7° u - ^ ^ b T *@ W ft IB 
JIJ *s Sfc 3|6f ^ ^ & -T 5 £ , s> 7 s _h<Z)it#^^'f4{Z:joV^TfS^i 

Siifcltl:**t5ffit#ftbii5. Hot, IS £ $ ft 

fcDNA^O-y©jE?!l (sequence) t W. g ^ ^ 
^ct^tltf, ^3jSf^^cp( C #^E-r§^Sia?iJ (seque 
nee) si 5 r £ ^ 5 (Pease et al., Proc. Natl. Acad. 
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Sci. USA, 91, 5022 (1994), Parinov et al., Nucleic Acids Res., 
24, 2998 (1996) 0 0 

a # ^ e> # 7^ jfc % * if <d m n m » & # N *ott^4fc«^e>« 

l*ttHlt5:i:|:J;9, ^ ©it @f f,|i § c 

iSl^tSHL^t^ H £ ^ -T $ N S3 J: / £ 

ft iij ffi © ^ c ^ -t- $ ft ^ N & # © # se tc: m m i- 5 if « £ # 

5 t ft -e th % o * © & « , ^©Attftuwftttft* 

# 5 t as -bt & -e 5 o m * <d m% mm icmti £ tbfcm 
w n m ft ^ e> , j: t)ii^offif 

I © I /T 

<^^t©SKEJij©^4«r^tiiL x fu f B jjf( ^ £ if, f g # 
^ ^ A BB 3S L ; 3o£t/JtfjlBJg2(7}7 0 n — :/ fu IE IS f$ © # 
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(b) (a) <D itu IB S <D ft Jjk N t Lfetili, IfilBl 1 O 

luis^i © ^ S ^ # 5 r i £ , *3 «£ t>* u &> rf > fu te 2 
h ® (D fgj ^ & m m 

* 3§ m >• ^ 0 l£ ^ £ T ^ {13 ffc © ^ ^ o l'' T © 

-ft $b & # 5 & tc ii i- 5 o asi^it, su IE m m o &j ^ * & 
m is ^ & \z m -r z> m m & m t> ti z> m w £ it n. m m m m -r s r 

ft , ^ ^ , s< ? V T N g# * « 4 =* :/ 7 

mr ib m # k # & -r § dp: « £ m frh # b n ^ & 
it # <t , bu is f@ # e> o ^ m t (D m m m m k m -? s „ 
m o x . i *f^ii ^ ^ \ * fg w « N 
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t cd -it n t N 

5 ^ £ # ^ @ ^ {b § ti T ^ 5 o * fc, S^E^ifeK 
-^lUftfyT'^ i t 5 , ^ CD ftH s #: , i « , D N 

A^rt ^7 y i^^ftgi, tf - x & if N ^i^^7^-< — ^ 

s *f 4 * ft if , m m « & if , * ffi 7° ^ * > * Rft 

(Surface plasmon resonance; £X T SPR i:|5"t*) > 2 3r — V $ 
]) * # jV~*r >( ? v ^ is ^ (Quartz crystal microbalance; ^ 
T QCM i|Bi-), *3 J; IF If (Mass-spectroscopy)t * 3£ 

^ if - is 3 >- N U m ( "v ^ n ^ ^ — T U 4 • ^ -Y 

T =f -7^- /V • /V H ^ ffj ;microtitierarray diagonal gel 
electrophoresis) ^ 7 ^ - g y j£ ( y K n y $ -f n — 
^ (padlock probe). =f % $ \s =f- Y "7 4 — \y ^ 1/ T y 

■fe N -femtiHs^-y^^^i/^-^K^-r-y-v-a^) N 

-? y" — Y - t* >f ^ ? *r y h • - ^-^>-i/ 3 y7 yt 
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^(template-directed dye-termination assay)) % £5 «fc U << ^ -< 

— ? — T v -i (invader assay) *f It'glf § : ^ 

"5j m x 5 „ to o — as & Tic ^ ft * x © :/ y ^ -y — v 3 
>- S #f t> * IS BJ! lc as i> x ffi JS i- § r. <b ^ rj & t) , m tl te\ 

*• ft it' ( 4? y t« 9 - ^ ; pcr) % v #-vmmBLm 

( L C R ) s m gfe IB m — * if *S ( nucleic acid sequence- 
based amplification;NASBA) > X h 9 > F ■<{ * 1/ — 
>- h if ft (strand displacement amplification;SD A) N /V — ;7° 

- ^ ^ ^ m ^ ^ . ^ y f - v /V J| i ( loop-mediated 
isothermal amplification; LAMP ) > ^^cD^g.^^^^ 0 ^^ 
*^ — K! it ft (isothermal and chimeric primer-initiated 
amplification of nucleic acids; ICAN), tg&fflfc&kXfim&fH 

7c N st tt , ^ a w ?& ^ ic *r -r § ^ g & £ n J* -r s m m 
mw\t& %k-ir z> mm t , mmmw\z.^tft ^mmw^m\^fA 
m-tzmmtit&ic^tezbftM&L^o ^rx, mm mm 
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h^lkmm (whole blood sample) * # 
lt5 » * ^ -^^KStLfe^jfiLK^^b, « *. ff % QI 
Aamp DNA Blood Midi Kid(3£^j^ 
* > QIAGEN, II, B # ) *^©rff|ROth^/^tt 

!>-f^^^>'AS*ot(f|| Sr3 H f , !:ttffli . 5o S ffi « fc # VN 

B8 51 i" 5 & gg (c: o x <d ft $g t # iz # ^ § o 

± 13 o 2f -e » , fc h«#0«fco^TEtlfc#, ft: 

* * * s r f@ # j © « «t , t h , >r 5? , * a % * ^ n ^ ^ n 
fiij ® k ^ 5 t s ifraif ^ifrt-fcoT!), i>r e> a» © £ & 

#k m « , r> ^ ^ ^ % ^ _ y T ^ # ft s fc { ^ ^ ^ a ^ _ 
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mmu^^^mm-r ^mm^^^^ «fc a b < sis 

S3 «fc 7J? $ $ ^ $S tE is £ tt 5 £ £ T* £> 5 o b 2> b ^ & x 
fit W b fc g£ *a" tf ^ ^ & ^ 5 0 

tH^^i-Sftife-Cfe^Wrj: < % DNAT?feoTfeRNA-efe 
o T t> £ < , yMDNAT'&oTUV\ ^ 7c % « tH £ *l 

& "C $> fit ± < N DNA1? foo"C 1 bRNA''Cfco''C 1 b iV^o 

KJft*Wa>fc;RKj£#&**UJ-t-52rifcW:, _h IS o # St K: «r 
lw PS £ $ 5 t> <D -c ft < * -7 * y — >v ^ p p a- a $fc 

fts, * ^Lti/iiips^"t"s t> o *c fit ft v ^ , x. fit % m 

Mtttti^&QIAamp (Q I AGENfif) * fc fit ^ / A 
DNAll^fy F ( Promega tt 3K ) , ^^^^^h 
A *fc ^ ) fOrlilOdryh^flJffltS-t^pJIgt'feS, ffi 
^T, PCRft }£ (Dig til if^^lroTt) ^fcfitfrfrft 
< T «t 0 
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<^ 0 z<om*t> s _m{*&&(Dmwtbmxn3immm<D#wt* 

lAamp DNA Blood Midi Kid^^ 
^O^o-T'BlftfcXfrM:, S v> (c A ft * X IS m * * "T -5 
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"C *> 5 o ^©j; p/^D-^'li, £ ft 5 ft: ( £ , 

s^fe^DNA, at e -T- (rna) k: *t -r s ±& * ib ?ij ^ ^ 

It^T t J: < , Xfa^COcDNAXtecRNA, ^ -fe #: D 
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SCE«5JSClR^«Bj8S^>f/U^T?&5»-&(0 1 Ifi # *5 T fa % 
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* co is m. f - is ( ft , n ) ^'iJ^t^iii^fflts: 

i: # rT Jg te. ft 5 „ 
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7 s n - -f t b T H: , «| ft: *J * I" 5 , ^*JtcB8*>S«!fe#:DN 
A IB ?IJ , if ^ (RNA) XteirOcDNAXtecRNA, 

^ & ti 5 „ <g ft: t5S ^ -j- 5 r^jg^MfesSlftiB^Ij t f± , 
tu IB 0 # o Jfe fe 5 % £ ft pf, te # ^ r 5 ft M ga ^ T fe 5 ^ 

< w: , m R ^ @> ia ?ij « , m x. ti m m ^ m -r z m w <r> & & * 

£ t> l l % £ , »U<li/>/ £ <Hl2Si, «fc t> 0 £ L 

ifcl 3, 14, 15, 16, 17, 18, 19, 
20, 21, 22, 23, 24, 25, 26, 27, 28, 

d t & m * U e aEfrKiH^Ytli-S^SE^JossiSiaftj- 
J? s S ft \z fa £ -T 5 £ £ @B ?!l <D ft $ as a ^ {c ^ VN ^ w ^ ^ 

(RNA) , 7* is » (DNA) , -<y<7-h*mWt 

(PNA) , * *?*-7 * - hmWl, S - * V =t ft if o> 
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tM^^^tfK^, c D N A , cRNAJfc£ftf>#y>?* 

?L St f£ (Beattie et al., Clin. Chem., 41, 700 (1995)), ~? 4 9 n 
■9 4 $ — ~7 ^ — Y (Kawai et al., Anal. Biochem., 209, 63 
(1993)), fcf — X(Mirkin et al., Nature, 382, 607 (1996). J£ ft 
ft JC , t f ft ft f . WiVtifc^ M % tf — X (Miller et al., J. 
Magnet. Magn. Mater., 225, 138 (2001), DNA capillary 
electrophoresis chip (Chou et al., Proc. Natl. Acd. Sci., 96, 11 
(1999), ^ >■ 7* v > — * T U of (Lemieux et al., Molecular 
Breeding, 4, 277 (1998), ¥ m it £ £ & \Z L fz. *f 4 * ft if 
(Thewes et al., 2002 IEEE International Solid-State Circuits 
Conference, 350 (2002), & jg '14 ft W * if (Piunno et al., Anal. 
Chim. Acta, 288, 205 (1994)), SPR(Nelson et al., Anal. Chem., 
73, 1 (2001), QCM(Ito et al., Anal. Chim. Acta, 327, 29 
(1996), « S # #r (Amexis et al., Proc. Natl. Acd. Sci., 98, 
12097 (2001)^ t? M & £ ft it g it K , ffi 15 % £ IB ?U ^ ft 5 
11 7 , n-^XU ? l2^n-7'&l^ftt5: iriaotf^ 

$ , ff2 ft ft if w: # m m £ ft % h <d t? ft < % ^ gt & m s ^ 

ft , istr ffi t* ^ SK ^ o - ^ @ s ffc ^ y ^ ft X <Dzf n — 7m 
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uPcmm t ©✓w zf y y-Y if - > a ^j*^ * ft r* «t ^ e 

^ ^ if - 3 >-S^^^^i-S/-c 

Lt, (1) *t««*ffi^5*jfe % "jsj;' 

(2) iMlbfW*feo2ii^^tLttJ;v> 0 

(1) ^ *I lis 4^ If £ § ^ & ^ ^ k: N n^ttf^ 

F I T C N C y 3 , CySfKiin-^^y^^of^^ 
* > * it it V* ^ ^ N ^ ^ ^ V N ^-dp.'>^--%f^b<»±aK^ 

SC T* H fife L 7c ir * V K 7° d - 7' §r ffl ^ § r £ -e $ ft £ fr 5 . 
it ifc © ^ 4^ Sf £ Ltl) J; 0 

(2) © « ^ jb ^ ft 7? & © ±J| ^ N T'n^^SrDgfttSS 
W- h L T * « * « £ m ^ , ^ p - :/ B ft ^ y 7° «r ft m k 
LT ft^t5 0 r. © m U * ffl v> >r ^ y y ^ _ g ^ s 

(c , :©ig©ii: % ^i^»#ii^f«t5 o # r m & is 

t h - (d m m ft ir k sb is $ n t- y ? * m j$ l t «t ^ „ r ^ 
tu J; vtit&mx^mfe&ff? z. t as -si fg fe 5 0 © « -a- N 
# m ® a> t> # h ti z> m n it & & m # # ^ © ^ Q - ? (c ^ ^ L 

i^^OliC^^Ttt, S* £f ft ^ b & ttj b fc & ^ fife # 



WO 02/077281 



13 



PCT/JP02/02030 



t -f n - -? m J£ it f- y -7 \z. HI -fb £ ti 1t -f u - -ft <D ^ j -f 

y ^^f-Va vsiSfi, $J tf % ^ T © i ? I: 5 = ipt), 
^^HVf--> 3 yEggtii, isfem 0 . 0 l ~ 

5 O t£ BB t? , p H 5 ~ 1 0 (D|fifflOl»i4> t'ff 5 o ^(D^ 

* M tt ^ -f V # if — a >-{£3t^JT*fe5iftm-r^^ h 
7 ^ MtFfC, f-^W^-DNA, ^IlDNA, E D T A & 

j; if- ffi js tt si & ^ sr m m u t t ± v> o ::tld]tfcgK 

# £ m JP L , 9 0t«lt*littH5o 7° n - 7 @ & *b 
f y/©#Ali, 2? ft HI % „ fc5^tt0ti:Aft«i:ffot 
«fc v 0 % 7c % Iftits^irto r t t/N>{ y y f ^fif- 

^ « m t oftFiDmftx-Kj&mmznibx^&^^o & «a s 

W: s 09 *. ff * 1 0°C~ 9 0°C(Dilt\ S B# M 1 # ± 

iBteSftT?fr*.riJ;v> 0 ^ -y y y ^ if — v- 3 >- s js # > « 

0 1 ~ 5 (D m m X , p H 5 ~ 1 0 

(i) ^^^y^-rif- 
m v> x % w^^owMfc^tt/tittaiia^xtt 2 ^/a-^^ w 

ii^ttBto r ^ i o t ft 5 o ®«fe^^:^^SC^»^^ 
tt x «ajifis ^ & ffi #§ &r ffi v> x M Stt % & tH i~ tt fi «t ^ „ 

( 2 ) ©maub^ttifrife©*^ ^ T <r> i 5 & # MS -e ^ tH 
£ ft 5 „ 3£ # Sfc it & . mil^® K^J&bfc - K: 51 
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«> -C f± * V> # N m * tf % - * X h 3 3 2 5 8 , 7 ^^t 

^^■ef»LTi8<ru^fCJb5, DNAmff 
O * ft W: , *©«*fcioT*ft5aJ, -JttWfcttlng/ 
mL-lmg/ mL ©iIf«ffit5 o £ © RHc % >f 

»«o. ooi^scgif, P H 5 - i o <DH&m<Dmmm 
*m^% 0 nm&-*mmm*b ^^l, m 

^ ^ ift ft $J ft £ fr 5 o 

^ » a- * -e bj jq a * , fcs^fi, sr«<fc*epjta-f * ^ t 

& « § „ a ft K: tt , « ^ tf , tf^Vs^yK ^ * 
«*.W\ ^T<Diit^^ T „ § (Hashimoto 



WO 02/077281 



15 



PCT/JP02/02030 



et a 1 . 1994, Wang et a 1 . 19 
9 8) o Wi* h « % DNA^n-^tfftfiH^tLfc&Igt S 

U7c 0 ^ & 35 -r & &§ <d m #su* . nwDNAoisti 

lt5c 17 >- 6> tt % yf^-^-7!)-©t^ft^«i!t{ 

DNAW^^/y ^ if — a V £ # L 1t „ £ O ^ -fe 

ft*ft:^6<J*^«fe«:WJ|B|'»Bftoa{«^^i|-efc5 0 * 7c 

3t *ft Iti ^ 5 t $^3 i 5 feSJtifc^^r ^tt^ST'fc5, 
t£ o T , £ <d «fc 5 ^#&t«v'^r AO/M{t:^ffl#T^ 6 0 

Sk ± o «fc 5fc:fcfg§Jl©tB£Sfct£5 £ , 
^ & L fc Ik fifc ft if <D t£ ft « ft b , A # § fr^^oifB^i 

fc. n 5 ^ & is t , *#*si«i6}Ufc*5is»±4feoSifcia^i 
m n i- s fif a t & ffi « tc # 5 r t *s -pj & -c s> 5 0 

# 3§ W © ffi # m #> 5 7 s n - ^ @ j£ it m it n , #5 *Pi £ BR £ *L 

7c «i # ^ *j »t 5 ai §1 * ft # & & ^ ay -r s «> m « ^ $ n s „ 
^ sse 7° cz - ^ m g it m w «t % m — s # _b k @ s <b £ *t m 

2©7*P>-7'i:*107 , o-7*^Ait5. 12 O^P-y 
* ( % & ) I" 5 #t @> 12 ?!l {c H -t 5 if « % # 5 fc » <D •? * - 7 
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HI o a> o fl| m 38 V> r , Stt^S6 43J:V^n-^Hft^^ 
* » > C £ ffF ft <D m m to * Sr ^ $j i- « £ pj g -e fe s o t 
5 1 o 03 fS m it , AIDStDfei^^ftS ( M ;t te\ HI 

t? fe 5 o 

I F N © ^ ?i fc « ± t ^ « b o ^ ^ § - ^ ^ S ^ ^ ^ T v , 

So MtS, H*AOtHtTJttlFNft«ttft 2 -3l! 
©ACU^1#^<, ft * *s fc o T # # 9ft v> gij ff- ffl ^ 
* §SilTV ' 5 ' ^ ^ * ^ fil fl: © £ i <5 MMOI 

^ ) © m € ^ S ( J . C 1 i n . M i c r o b i o 1 . 
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34, 2516 ( 1 9 9 6 )) Jttf^^^ii, flfjc 

/ & ib ?ij <z> Jt is % m \z % ^ & < £ t> 6o<z)±^n5^i^^ 

o $ tit (Forns et al., J. Clin. Microbiol., 34, 2516 (1996), 

Andonov et al., J. Clin. Microbiol., 33, 254 (1995) c 
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^ B , C*5J:tjeDtt«Jia#Scaife^T ?4)5c n K ^ 5 2 , 
5 4 *3 J; 5 7(D^ijtfe + ^^T^^/At'fc5i^t|^ 
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iftciii^ts^^ y v y ^ -tf — is 3 ^ m *5 r ffi $ 
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£ ia ?y , 

(dt455) i 6 © 449- 459 ft K * 4ft 5 BW t ^ tfil 

* IB JO , 

(et455) fu |H (at455)- (dt455)2» fe 31 ft $ ft % j& £ B © ffi ^ 
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6 f£ -f . MBL-221tt^bOi?lj© 4 2 5 |4(:#4 

3 K^52li| 8 6 8 ^f ) 8 7 0 t|:, =K^54»|RI87 
U ^ 8 7 6fil ^ 3 K V 5 7 » |fl 8 8 3 *» 8 8 5 K # 
^^-Oo => KV 5 2 0 SNPIiR|8 6 8ftt, a K ^ 5 4 © 
SNP| ^ 8 7 5 fi^ 3 ^570SNPI4R 8 8 4ttfc 

( i) m IE M B L - 2 2 10SNP«Stt*^tfEJlJ#* 
4 1 \ ia^ij#^ 4 2 , ia^-J#^4 3 , IB^j#^4 4 <d m m 
K T? *> o T , IB 90 # * 4 1 % IB W « * 4 2 , IB ?U # * 4 3 , 

E^#*44®4 1 8- 4 3 2ttR:ttSt5S5int5* 
Bft £ ^ if Iff )f o 
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(j ) tufSMBL-2 2 1 <D S N P £M£ & ^ tr 15 JU # -g- 

4i, @a # 4 2 N sb m # 4 3 N iB?ij#t4 4 ©^ssf 

t? fc o T % IB ?IJ # -g- 4 1 N SB m # 4 2 , SB ?IJ # 4 3 % 
SB ?IJ # -g- 4 4 © 4 2 1 ~ 4 3 0 \± K *B ^ "f 6 SB W % G 1~ 5 & 

( k ) _h IB ( i ) *5 ± t* ( j ) IB 4& (7) ft M SB o 
(1) mJlB^K^-52, 54fc*it;57©SNPSilft^ 
-a" tf SB JIJ # -g- 4 5 N SB ?ij # -g- 4 6 % SB ?IJ # -g- 4 7 , SB J'J # 

4 8, SB m # -g- 4 9 , SB JiJ # 5 0 , SB m # -g- 5 1 „ SB J'J # 
-g- 5 2 , SB n # -9- 5 3 s SB ?0 # -g- 5 4 N SB # * 5 5 *3 «k Xf 
S3 # -g- 5 60tt«lfiT-t'fcot s ^ tl b <DW&?I} <D 8 6 8 

a> 8 8 5 fa \z. n m -t 5 sb % m -r z m m % ^ tt m ft „ #y & 

fi > SB n # -g- 4 5 3> b SB ?0 # -g- 5 6 (c: ^ -T & £ ^ tt Wr ft „ 

(m) h5 12 = K >" 5 2 *5 i V 5 4<7)SNPgM££'atpSB 
?'J # # 4 5 , SB m # -g- 4 6 , SB 3?lJ # -g- 4 7 , S3 M # -g- 4 8 , 
S3 ?lj # -9- 4 9 , SB m # * 5 0 , SB ?lj # -g- 5 1 s S3 J>J # •§- 5 2 , 
SB JO # -g- 5 3 s S3 JO # -g- 5 4 , S3 M # -g- 5 5 *5 J- 7>* S3 ?IJ # J§- 

5 6(0^^(D|ff>t-efeoT, ^ tl <b O SB <D 8 6 8 ^ ^> 8 7 

6 & \z n ^ -r 6 sb jo & * -r 3 & m % ^ tt m ft „ mm 

# -g- 4 5^bSB^J#-^-5'6{C^i-^R§r'^tf^f^ 0 

( n ) flu IS = K >- 5 4 *5 £ 5 7 <7> S N P ^ tf SB 

J'J # # 4 5 , S3 JIJ # -g- 4 6 % SB JIJ # # 4 7 , S3 2RI # # 4 8 , 
S3 m # -g- 4 9 s S3 JIJ # # 5 0 x S3 n # 5 1 , E^jff 5 2, 
SB JIJ # -g- 5 3 , S3 n # 5 4 , S3 JlJ # * 5 5 *5 «fc SB Jlj # -g- 
5 6 <D mn <D iff it T* o T , rtL^(DBBJlJ^8 7 4 ^^88 



WO 02/077281 



34 



PCT/JP02/02030 



# 4 5 fo ga ?IJ # -J§- 5 6^^i-^^^^ tf [^j to 

( o ) fu f B =, K y 5 4roSNPgft^ttfE^IJ#f4 5 N 
ia?iJ#^-4 6 , iB^lj#^-4 7 , E*|#*4 8 , IE ?lj # * 4 9 , 

5 o , ffiMtt 5 i N sai#* 5 2 , e*r** 5 3 , 
bb*i#-*5 4, sem#^5 5 *s tummm^ 5 6 <z>&fto»r 

ft -e £> o T , :tlf>OS5IJ© 8 7 4 i^ 8 7 6fi|:ffiSt5 

5 6jCv-r*»Sr^tf»>t. ttfc 8 6 9 {£~ 8 8 Oft 

( P ) tu 15 ^ K V 5 2 co S N P *fl ft £ ^ tf IE ?IJ # # 4 5 % 
E*J##4 6 % e*]#*4 7 , iE^j#^ 4 8 , g 2 # * 4 9 , 
E*l#-* 5 0 , 5 1 N gB ?l j#^ 5 2 , 5 3 , 

ft T* *> o T , :tlS,©E?)O 8 6 8 i»f,8 7 0 tl:ftSt5 
B«fttti»it^tf»^. I2?U#^4 5d>&B 

-fi £r is tf iff Jt 3$ g 3= t V\ 

(a) M IB = K V 5 70SNPSUfirSr^tPE^J##4 5s 
SB*I#*4 6 , iajlj#-§-4 7 , ia^ij#^ 4 8 , iB^J#^4 9 , 
EM ** 6 0 * E^J#* 5 1 , ia^J#^- 5 2 s 5 3 , 

EW# * 5 4 * EJtf#t5 5*JirjtE?J*t 5 6 0«»o»f 
* "C* o T , ijlf,©i^j© 8 8 3 * & 8 8 5 {4 \Z. £ -f 3 

Ba^JSr^r-t-s^^^^tfWf^o ia^«j## 4 5 ^ ^ la 

5 e te7* + #m**t*mft. s s 0 ~ s 9 0 
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£ tP 0? # 3 S LV> 0 

(r) iKr IB = K>"5 4(OSNP$|5{4^r-i-|>ga3?lJ#^-4 5, 

bb # * 4 6 , iH n # -g- 4 7 % m m # 4 8 % sa ?u # 4 9 , 

IB # 5 0 N IB ?ll # # 5 1 , IB ?IJ # # 5 2 N IB ?ij # * 5 3 % 
IB ?0 $ 5 4 % IB ?U # # 5 5 *5 J; t>* ga ?IJ # 5 6 CD & R CD 0f 
>t T? o T „ ^ =i K V 5 4 cD S N P #S # -f" § fu IB IB M CD 
8 7 5 flr £ -g- tP ^ R Sr tp Iff Jt o IB ?!I # 4 5 ^ 

(s) buIB (i) h (m) t^^$ix5^R»f>T--efco 
T , SS)5S1 1 3 Otfcoitlf^o Iff U^o-^ 

BE m fit > MB LSfi^tSlttt, ^*<Hl 4 2 0fe^ 
^ I 4 3 0 , 1 8 6 4fii>5,| 8 7 4 |£, » 8 7 0 i> I 
8 8 0 8 7 9 tiLfa 8 8 9 {fc £r ^ tr . $f;Mx 

Alfef ClLTii, ^ ft < HI 4 5 0 {4 j&» h WS 4 6 0 {4 

% -a- tp - t as # * 1 1\ 

(t) BU f3 (i) (m) iCTjk & frl & ft X* &> o 

* > ems * 7t « # an $ fc. «! ^ & e 

* Its * <D SB ?ij £ (C |5 4ft U 7t # IB ^ij t> , r N J *J «t V 
r n j 7 7 - y , ^ ^ ^ N ?T~>"£tctei/h^><Di»StL 
fa <D Jfeg X £r ^ i" o 

& & (RNA) cD?IiJ^t>MfSbfc^2^n-^\ f * ^ 
ft £ 5|5 -f § ^ gfe iB ?ij N ^ © iff ft X & -t tt h <D tl *f& BB > id 
*f j£ ~T 5 £ £ IB m £ * "f 5 37" ci - ^ % ffl V> T SO £ # Bj fi & 
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So MifiRNAXIi c DNAX« c R N A T* 

- £ a* -51 is & 5 0 

^i5/i«it (a, b, c, 

D , E , F, G M ) , HIV, ^7;l,xyf ^^^^ ^ 
^^^^^ ^ ^ ^ * * * , fi«^;V^j;(;HTLV 

tl Rg j£ $ tL § ^ © T - , 4 £ v , 
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* 35 s in h* ^ *» ia m % ^ a * a & , 
w. m jk *° y - * % it e # # y *° - > * * » it % # 

@ JH If ffi am > ^ f L # >• > * 14 ft A Je x j& SI ft % p g£ ft x 

* as * x i^fv, * at ft , jfp m ft , & mi ft > Atr # >- > ¥ m 
mm, % m m ft > sttsi*. & s m ft , & 

it ffl ft N # • ft §B II ft , SiH, !) ^^IfeitfSIIi^ 
©I*ttSIi:ov>tt i F Nfei<D|-^i4^f its i i 
a* rt m -e *> s . 

* % BJ © Jjg m K ft o T ft ffl L#S5BJit4^li, # id PS ?e 
$ ft 5 o T* it v> as % M I FNf&MEO^rSittSr^ sg i" 
5 » -8" , I F N?§iOtitt^S^$ilT^5^il:ie 
-T 6 £§ JS* IK £ ft as ^ (f % WttfHC Vii*»f fetiS^, 

ft ft fc£ # Pg 5£ £ ft £ © T? I* V . A 11 f4 fift £ ft # % 

M ffi # *> 5 » , ^©Illtt^4tii4^©iii iSt5 0 

0!J fi . ff ^ ? „f ,v x ( A % B , C N D , E , F N GS) , 
HIV, ^ > 7 ;v x y f ^ ;p ^ > ^/^^^s^^-r/v^, T 

jv ^ „ t h /■! ;i/ !) ^ , Ay-^^^^/p^^ thn^ 
r>-f/w^ N xyfni>^;i/^, B ^m?£ V 4 /^ x , 1/ V 

k * $ « % & jfc si §k ^ & > sitt^Bi, i^if^yti, 

^y^^^^-f^ys, * y t° p ^ - N n v 7 |, # 
05 , i7- jfc 7 M > i ;i/ i/ - 7 , # a , !) 7t U 7| v u 
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t # -e # 5 0 

* * * fc hftj**^*.,*,* ( human immunodeficiency 
virus; KTHIVtBt) i t ^ t « i 4 

«fc 9 % 3i ^ X ( acquired immunodeficiency syndrome; 

aids) ^iitt^itsrH^ins, SfcXfc/ 

5 y h-^-tvi. (^TRTViKt) *J:tJt 

- . tlFICT^Kf-^ ( « T A Z T ) jo J; >S? ^ y 

^ d d i iet) *^©a»te^ia*»j©f&*sft*s: 

* ft * (Varicella Zoster Virus; VZV) £ £ « 

**lfi^»fft«:i te J: ^ *«<v.,icell.)*fcM: W 
(zona) Oiftftif S|t5rt#BrjB- ? .j )5e 

**©*3btt«r**rLTfc J:vn 0 A ^ » , ^ ^ 7 /t , ^ ^ ^ ^ 
-T^* (influenza virus) © ft ^ §0 *5 «fc U? = f - ^ % M ^ 
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m ,S 14 ^ * ^ -7 >V ( Tamifulu) ft <b* <^ #C ^ /V ^ 31 (7) >pr $J t£ 
CV-RNA^tt#^ii LTffi^Ttlva, HCV-R 

NAfrb&m^wm&m^^x c dn a^^^ utt ^s^i 

£ L T V> T & V , > „ 

% Wife ^ m k n ir % mm (D ^ v - y % ^ ± k m m iz. m te. 
m 

HCVIfiSteitOia*, EDTA2KA!)©I$Iif 
tt^3mLg^foIilfc 0 ^ © ^ , QIAamp D 
NA Blood Midi Kit(QIAGEN)£r/B 

^VARNAto^tIte?HJ!&^!fofc 0 ^O^fs^^JS 
K£ * SulBttttJ0^<^ — gM^LT, Hexa-deoxyr 

ibonucleotide mixture (TAKAR 
A) t M — MLVRe verse Transcripta 

se (LIFE TECHNOLOGIES) £ £r W T , 
4 2 °C s 3 O^FBltTofco 
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Hcvy^RNA^aitsi, a * f* N ^ a t « * < 

^fcttttfc Lt t> ^ T = S> >- y 7 7 -UlV>THC V 

^NASrttUfci^HCVy/^ ittli ^ i/<fco 
il^fe^LTSepeGeneRV-R ( = % *g £ ) 

Q I A a m p DNA Blood Midi Ki t ( Q 
IAGEN) U^Tii*bHCVy;AtttjiJt5* fi 
* * Jfc IR L . ±Jk^^ttfcH-r 5 ^^ tCo ^ T ^^ S(:QI 
Aamp DNA Blood Midi K i t T H C V ' 

fl J ffl b 7C competitive PCR(K. Chaya 

ma et al T „ 

' J • Gastroenterol. 

HePato1 ' 8 ' S40-44, 1 9 9 3 ) 
V^C 0 

^ ^ £r ^ 1 t 
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mi ^ttafeiHcv^y Ait 




m tH m 




Af? 4 M ^ (COD 
At— J= f £ \ /| X R ^T*- V, ^> W jJ 

y / m 1 in 
b 1 o o d ) 


S e p e G e n 
e R V - R 




1 x 1 0 5 5 


Q I A a m p 
D N A Kit 


h <o 


6 x 1 0 4 • 5 


Q I A a m p 
D N A Kit 


ft b 


6 x 1 0 4 • 5 



•^r^^jPrs if (DHC V RNAifflSCJtLTQIAa 
mp DNA Blood Midi Ki tiffin fci^fe 
T* f± , HCV RNA©itB^$^|U 0ftgST#5: i 
& t> o fc o <fc o T , QIAamp DNA Blood 

Mi d i K i t & ffl v^c tH & . jfiL^o^^/u^ijasai 
& # £ b 9 , ^ y 7" Sr m ^ 1t V A* X <D j£ * m <D M & \Z it 

^.mvic<^t^x.ibtitc 0 u fa u ft a* b „ a* ^ a nr & -c © 

£ /V * 4 25 , £ jfo. * "C 1 0 c o p y/m 1 ^ _h (D ft St % £ 

HfcWtfi, QIAamp DNA Bl o 
od Midi K i t if IlfcDNAi8J:^RNA©Bl 
# & til & T% & T* *> Z> b & VI £ tl *L o fiP % , QIAamp D 
NA Blood Midi K i t 4rftl 

i^t, $ a /v ^ % £ #j {c ay £ -e # s r <b as ^ $ tb fc o 
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AF01i:MxAR02**^fc a H C V ^ y A © fc ft (C tt 
nc2(K.Chayama e t a 1 . , J Ga 
stroenterol. Hepatol. 8, S40 
~ 44 ' 1993, nt27-45)^ primer3 
3 ( O k a m o t o e t a 1 . , j p n j . e x 

P - Me d - 6 °. 2 1 5 - 2 2 2, 1 9 9 0 ) £ 

m^it. i«tti* cfa ^ tffofci ft;J ^ PCR« 

9 4«CT30#, 55tt30#, 7 2 1 M 5 0 * 

S Sr fT o 0 

P r i me r OlJlj : 
MxAFOl : 5 ' - ACACACCCGTTTCCACCCTGGAGAGGCCAG-3' 
Mx AR02 : 5 '-TGCGCAGTGCTGGAGTGCGGCCTCCGCTCT-3 ' 
NC2 : 5'-CCT GTG AGG AAC TAC TGT C-3' 
33 : 5'-GGT GC A CGG TCT ACG AGA CC-3' 

t h ?j As^n ( s i z e . 610 

bp) tHCV^ A ftj|5 0i » {8l2e . 300b 
p) ioT, *y AOttffl^&WJfe 

RNACifl^tt^-^i^^^^^^^ 
^ 5 - £ BJ tf> £ & o 0 
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m -t * w t # «r m t & « . a-it, z <d 










■it n & # s 


r t 


& X ^ 




IX 9 jS £r 








o T t> n 


<D 


J; 5 /j; 


W Jft K: «fc 5?^!fe<o|fiH<ojfi:iS «9 £ 35 


J: Hi< 




v l /V 


rT m X & 0 N Ro&ftlz. £ z> 


^ ^ G£ t£ 


■TV 


PS ^ 










« 2 1 i , I F Nf 


CO D N 


A ^ 












I FNj&*a*f SliDNAf 








* -r > a# (t h ) <d jfe $ ^ t h 


CO ^ f£ D 


N A 


£ H C 


V-RNA^Sfil f 4 - & 6 ft n M a 




2 


0 > SB 


# 2 1 <D Zf 7 -1 — V>T 1 3 


5 b p OKff ft % 


if #g L 


o £ fc , H CV-RNAfif^?^ 


0 & m ^ x 


c D 


N A £ 










Kioiiia q & & ti in m wt is 




77;!/ 



^ T $±m <D * v ^^fflV^tF I T Cit^tfo fc 0 

£ = — f. L * 7 ^ K#7*a>bfr5£fl5:2_htc:Sg2:7 B n 
t LTE^Jf f 2 2 , IB # -i§- 2 3 % SB m # # 2 4 N IB 

# -5§- 2 5 N iB?IJ#-§-2 6 (DDN Ayc-y^tFi 1 7 s d - 
^irbTBB^IJ##5, SB ?'J # ■»§■ 6 , ifi?J#f7C0DNA7 P D 
- ^ (Hll ^fl7 s n^-7'X^f2ya-yij:l~5T'^ 
i~ ) 120 OnLfo^^^tt, fei tfc 0 <9 u 

VHt%troT^n-y^I^2±|:B^{kLfc, IB ?ij # 



WO 02/077281 



44 



PCT/JP02/02030 



2 2-25 ©**B*f±, *tl*frm*im* 1 6-1 9 ^m. 

■M5J© 4 5 5ffi©SNP» tt *^tf^t*)«. E*l«* 
5-7 0jftI E? ||, U ^ ftl<HCV5 , >fA/ ^ oia! ^ g ^ 

F I TCilLfcSlty/;v Hx ssc-lm mo 1 
/L EDTAiS tMLfCo U^t l20 ,L^ 

*T*fc*r Lfc. 50°C, l 2 mmvKfoZft o fc ^ N o. 

2xSSC-lmmol/LEDTASgT?2lHlffi^l, * 
7 K # 7 X ± <0 4g % £ gg b f , ^ 

2ST*>5*|£ ; ** l ,fc o ^ 
^^illH0'cop y / mLKTn5UaH 
^fc„ t^oT, r ® ft ft 4fe ft ft ft $ *LfcA#fcf4 % I FN 
3 s ^ gb fc Hfj < ~ £ ^ PJ $ fc „ 

i f n m $b a ^ so m p n a ^ v -t 

* i" ^ 0 # ( t h ) © jfiL d» t K^JfefefrDNA^HC 
V ~ R N A £ * % L o ^ }c > Jfefi#DNAttS?j#*2 0, 

fc, HCV-RNA(i|fe?i|^^ TcDNAH ^ L 
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tc o # h fl tc c D N A & m m IC L T SB ?!! # ^ 8 ( £ tb ir ^ 
* "T? fe 5 ) s IB 1 0 % SB ?IJ # -*§- 1 1 % ifi # 1 2 N 

IB M # l 3 % SB # i 4 (rtibii/yfty^-c-fc 

f£ 1 2 JL 1 0 ico^lg 1 3 ^ ^ ^ - ^ y ^' L fc 7° n - ^ 

@ £ ^ y 7 s ^ % n * *g * 7- 4 > Vtcm 2 -7 n - 

7*i tTlB^JSt 2 7 , IB ?IJ $ 2 8 , gfi ?lj # * 2 9 % SB M 
#^•3 0. i?ljf ^-3 1 ©PNA7°n-7\ $ 1 ^ n — ^ £: 
L T IB # * 3 2 , IB ?IJ # * 3 3 N IB M # * 3 4 N IB <?'J # 
3 5 s S^lJSf 3 6(OPNA^n^y7~l 1 ^ fl ^ tl 

2 0 0 nLfo7*>K, 1 ^llttlfco 

IB m # 2 7 ~ 3 0 W % £ IB ?U tt N *n-ettE?U#-S-l 6 
~ 1 9(D^£IB^lj(D4 5 5#<Z>SNP<R(fc&'£if»fJt"C*>5o 
IB JIJ # -9- 3 2 ~ 3 6 © I S E ( i t il f H C V ^ ^ ^ 
1 a Si „ lb®, 2 a §U 2 b 3aM^iit{E^-M^^ttS 

^^ N -^^y/^^2xSSC-lmmol/ / L EDTA 
^ W. ^ ft L o - ft & & * 2 0 jli L (D V T i7 *s 3 ^^^rV 
/^t^tl, 7 s n — ^ @ j£ ^ s> ^° "C & tc £ L o 5 0 °C , 
1 H# FbI CD ^ £ ?t o # , 0. 2xSSC-lmmol/L 
EDTAilT'2 @gfe^Lfc„ & l~ , rillll 0 ninio 1/ 
LO^=3r^ h 3 3 2 5 8 » S Sr I T U fc . giJ i ^ g i # 1 1 
4S % R S L , ^«Mi:>^^^(-ttiE^^*PL7ti # O — ^ 

h 3 3 2 5 8 t> e> <d m it m, m * m m u it „ 
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^(o^m. m w # ■*§• 2 7 £ sa aaj # # 2 s t ie m # 3 4 © 
:/ n - y & in ^ ft L tc & m m 1 3^e>tt«tj«xft#«« 

£ft, ^^Iffeft^^st hA**ifc*Jfr5MiA 

fc , -^t^^JC^SftS.^^*^ 2 a S T* § i: flj 
£ * ft 7c o t£ o T , -©WW*Sr«S*ISl$ftfeJ6#^tt % I 
F N as 3» f£ « < - £ & ^ m $ 7t 0 
0»J 4 

* f ^ * 9 , «ife#*>MxA-8 8, M x A - 1 2 3 , MB 
L-2 2 1^5j;t;MBL©a7-^yiK^y© 3 K^5 
40i€^I^t,, CIJf^lltl^l^IFNlfetOf 

3* & ^ m -r z> r t as «r f§ -e & 5 „ 

* ^ * ^ 3 a -C f± , St * # as , IFN^#^ 5 ,<| fi 

*&3#*Sftfcffe-e N 1 U 5 t M B L J: (FM 

x AOiifc^M, E p^ N MxA-88^MxA-1230l 
fe^m, MBL-2 2 MBLOa?-*^* 

tf o 
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^ / 2 © ^ -e fc fi (3 d) — mt? t mfe-f z> * 

X y Zf 3 c T? fi , ^ x y -f 3 a I fcM B L i 15 

Mx AOlfif ISrlfc, tfe^I t I FN©^)^^^JS# 

^tiiaot i FNSs©«tt^fiu ^ m X @ 

Tt So 

^ ^ ^ ^ 3 d , ^ f y 7* 3 a -C^HLfcMB Lfe it; 

Mx AiDlfifl^i}:, at ^ m t I F N©|)f ^^f^M 
lttr-7 , ;V3?r^il^jj;t5i FNtD^^SritfiL, 
ft K «fc o T I FNiife©t^tt!rf III, ^ ^ SI X m Sr *& T 

- r -C ft $ tL 5 r- - -f /V ti it =f- m t I F N m S t£ «: St 
S#itfcffiStfc5, # t 5 - — :/ A- £ * i L t t fc t O ^ ^ 

^ T ft L # ^ «: 0!| £ lt^LfctOT'fc5, £ £ T* ft ffl 
$ix§T-7';i/fc =tt;f ti, # itiS ^- M i: I FN©|f 
JiS#»tfcfc<D-cft>*LriJ;vN 0 0il £ fi N g2ii, * -Y y l <d h 

C Vtl^Lt^^If tfcMtSlfe^Ii I FN©^)*0 
il^*^i-^t?&S 0 — ^ > S3 fi, H7 , 2©HCVC| 
iUtv>5It(^(nife^ii I FN©J!i*OBB«** 

t*tfe5 0 * , ft ji $ n 5 * « % -^^p^^fpr^^^^ 

b^Sit'fcoT t i:V^ 0 _b izfe #!) T? n X T y •? 3 c t * T 
y Zf 3 dl,CXmmi,tLy" — :/ £ L T , ^il-?tll2 i: t 3 
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ft s it e m £ it $, s # ^ ^ M ^ 

ft fc£ <£ 0 b ^ L ft 75s r. ft iz m t> ft % & 

* > £ d -CMS ffl £ ft 5 & 2 is X 3 (c 
L T <D |Hfi « , it M t I FN^^<|££ 

*■ *f # # felt $g £ ^ -r & ^ co i $j -e (9 

i& 'ftt^ PJI aE: £ ft £ O t* |± 4 v> „ ip N it 

ft tf > #l £ « , r o j , r x j s r a j t 

^ iit tit j; 5 ^ a 7 ( M £ J£\ 1 2 
4? ) t*fcoTUV\ 



# e> N - ft ^ £ h 

<o m & ta , #i *. # , 

Hcvlltl:^ 
O "C t4 Jfc < , # 

15*4 £ ft 5 <t 
it I F N © 3& ^ 
, Mi ^ & $C IB # © 

* M t m 35ft * 
rt s W 16 fc * fg T 

fc o x „ mm it, 

^ 3 N 4 *5 «t TJ? 5 
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* 2 









mm to 


Chi 
square 


P 


M D L 


XB 


20 


65 

/town 
K I On) 


6.985 


0.008 




YA 


32 
(43%) 


42 

(57%) 






MxA(-88) 


G/G 


1 6 

(21%) 


59 
(79%) 


8.340 


0.003 




G/T, T/T 


36 
(43%) 


48 

(57%) 






MxA(-1 23) 


C/C 


21 

(23%) 


70 
(77%) 


8.961 


0.002 


m& 


C/A, A/A 


• 31 
(46%) 


37 
(54%) 








XB-G/G 


5 

(13%) 


34 

(87%) 


8.1 24 


0.004 


MBL <!: 
MxA(-88) 


XB-G/T XB-T/T 

YA-G/G, 
YA-G/T, YA-T/T 


47 

(39%) 


73 
(61%) 






XB or G/G, (EP *> , 

XB-G/G, 
XB-G/T, XB-T/T, 

YA-G/G) 


3 1 

(26%) 


90 

(74%) 


1 1 .546 


0.000 
6 




YA-G/T, YA-T/T 


21 

(55%) 


1 7 

(45%) 








XB-C/C 


5(1 1%) 


39 
(89%) 


1 1.283 


0.000 
7 


MBL t 

MxA(-1 23) 


XB-C/A, XB-A/A. 

YA-C/C, 
YA-C/A YA-A/A 


47 

(41%) 


68 

(59%) 






XB or C/C, (ill *> v 

XB — C/C, 
XB-C/A, XB-A/A, 
YA-C/C) 


36 
(27%) 


96 

(73%) 


10.420 


0.001 




YA-C/A, YA-A/A 


1 6 

(59%) 


1 1 

(41%) 








G/G-C/C 


1 6 

(21%) 


59 
(79%) 


8.340 


0.003 


MxA(-88)<!: 
MxA(-1 23) 


G/G-C/A, G/G-A/A, 
G/T-C/C, T/T-C/C, 

G/T-C/A. 
G/T-A/A, T/T-C/A, 

T/T-A/A 


36 
(43%) 


48 

(57%) 








G/G or C/C 


21 

(23%) 


70 

(77%) 


8.961 


0.002 




G/T-C/A, G/T-A/A. 
T/T-C/A, T/T-A/A 


31 

(46%) 


37 
(54%) 
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MBL t 

MxA(-88)«b 
MxA(-t 23) 



XB-G/G-C/C 



XB-G/G 

XB-G/G 

XB-G/T 

XB-T/T 

XB-G/T 

XB-G/T 

XB-T/T 

XB-T/T 

YA-G/G 

YA-G/G 

YA-G/G 

YA-G/T- 

YA-T/T- 

YA-G/T- 

YA-G/T- 

YA-T/T- 

YA-T/T 



-C/A, 
-A/A, 
-C/C, 

-c/c, 

-C/A. 
-A/A. 
-C/A. 
-A/A. 
-C/C. 
-C/A, 
-A/A. 
-C/C, 
-C/C, 
-C/A, 
-A/A, 
-C/A. 
-A/A 



XB or G/G or C/C 



5(13%) 



47 

(39%) 



YA-G/T-C/A, 
YA-G/T-A/A, 
YA-T/T-C/A. 
YA-T/T-A/A 



36 

(27%) 



16 

(59%) 



34 

(87%) 



73 
(61%) 



96 

(73%) 



1 1 

(41%) 



8.1 24 



1 1.283 



0.004 



0.000 
7 



HCV©i 


£ * aa 

(96) 


#e m % ( % ) 


a BT , 


*-f?1 (b) 


18(17) 


85(83) 


103 


*-r:?2(a/b) 


34(62) 


21(38) 


55 | 


*-T3f 1 Sc2 


0 


1 


1 




52 


1 07 


1 59 



*g & tc fig 5 # m (mm) & & y u — mn it y ^ & m ^ 

5 C t \z i 9 % « Jft 4fc flf A> , BWi:t5ittf|g^®il (: 
H# pQ n J. o HE ffifc te: , EIflzi-5-t*5-5r«B-C*)5 
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* it , ±m<Dmmte*&w <d 1 #y -e & v # % m & m m -r z> 

Z. t % S ft £ L T 15 fife $ ft 5 t> <D T? tt ft ^ 0 X ft 5 5ftJ £ *5 

<o j£ ts ft in m \z *s z> # m m a , r. r. m ^ l j. o ib «fe u m 
m & x n r$ m & & m m m m -r z> h <d & & 0 o -c , 

1 ^ © f I it, 8S#$ft/t»*©ttia*3J:t5Jtftb©*94S!4*i 
m frb & ft 5 - t ft < ft t> ft # 5 o 
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1 * o g 1 

i. *&&*izmztiitn#<D#mic*D^T<DMs i aunt 

KM* b, «TSr*«ft- 5 ^& ; 

©ttfc©»I*6B*j©#£*fc W b, *tr IB * W * £ ft « » * 

*«AteH3i b, u^iiBi2o/^/| ii | Bfi ^ c# 

©^D-^^^bTM^b7t^^o#^^^ ffi i-§ri^J: 

WiSb, JLo«T|B*««44b^ fe offlflggrft t iff IB fll # <D ^ 
5 ft * i fB ft 69 ^ jfe 0 

3 • ( a ) 0|tEK«;fc ftlttT> W fe m w ^ fo ^ m m ^ ^ 
5. #&v>WimttimVoifi±AL (who l e b 1 ood s 
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amp 1 e) ^bli^tlSit^^ltfatW^feo 

m ib «c ^ & c 

7 . mi fg m w fab (D m wt & t Fy/Attt-ife!), m^mm 

tt4**>6©tt8iSRNAtiii)5C t ; Sfc D« fC gft 15 (a) <£> 
^ £ K: jfe IE T ^ 2: =ff 5 ft * m 1 i-fSic 

!S4ftd^©g8iSRNAffe t> , M SB it *M m 5fe K ft X m IE 
^ S £ ?T 5fl#53 Id IE Sfe © „ 

*L 5 St * 51 6 fd fB 4£ <7) ^ 0 

10. iffit F^'y Aifflffl^y f^Q i a a 111 p DNA 
Blood Midi K i d Tfe5lf*ll 9 (Cf2t©^fe 0 

11. atriB4#££&asflTifc-ea>t>, MiE^mm^^asjfFifc? 

i 2 . i&i5^a^aT^-efe«9, ffi mm mw %o & e? & $ ;v 
* x & zm&m 3 te§d,m<Djjm 0 

1 3. i|E^l©/p-/fj:CllT^^^^^(D^yA^i 
SNP^iffitSflt^l 1 »C IE 4ft <£> # ife „ 

1 4. KSf 1 O^n - ^liCSJff^'!?>f / ASrtl 

ttl b > lof 2 © / d - ^liMB Llfi^ 0#I^tUit5 
ft * 9 1 1 K IB 4ft <D j5 m o 



WO 02/077281 



54 



PCT/JP02/02030 



15. iE*i^n^ aiSS(KJ:Ai ^ <io/>4< 

(a) imi, IS?.J#^ 2 , B«f3»J;tJ«EWt* 

(b) E*j#* 5 , E3*#*6*J:t>EW»*7*fe**|p 

(c) (a) *3j; V (b) a» & * * $ ^ 5 tt £ E ^ 0 

(at455) TBI«OE«f* 16fcS$il«tti E ^ 
(bt455) «rf5(at455)fc^$^ SttaeE3RJtflw 4 55 ft©*** 

ft ^ a ia #j , 
a be m , 
a ia ?ij , 

(e«455) •»E(.t4S5)~(dt433)*»6»R 4nsmaB „ (DW1|| 

(ag455) TM Woi „ t ntS^i SiE3 , 
(b 8 455) miE(ag455)K^*ft 5SasB?IJt(i5 455 &C5SS ^ 

ft fu m. m ia ^ij N 

(cg455) + ,7 » 44.-455 tt te * * ft * E * * * D * 
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& ib m % 

(d g 455) IB?lJ#-^ 17 O 449~ 459 flfctejj*£ix5R?IJ & 

£ ib m , 

(e g 455) fff 13 (ag455)~ (dg455)^ h M $R & tl Z> i& m m <D ft 

ffi is m ^ 

(aa455) T IS IB ?lj ^ O IB ?\\ # # 18 (CI ?jk £ tl 6 £ £ IB ?"J , 
(ba455) fu 12(aa455)Kl ^ $ ft § eft © 455 <(& <D ^ S £ 

^<SfefiO*aE*s^:*,«Jfc*tL,XW: 1 _h <D 1& * #s # An £ 

ft tc m % m. m m m % 

(ca455) IB^IJ# 18 <D 44 1 ~ 45 5 {fe ^ $ ft § IE ^IJ £ tf jft 
m IB ?IJ N 

(da455) IB J\\ # 18 <D 449~ 459 {4 (C ^ $ ft -5 IB £ ^ 

5 IB m , 

(ea455) fu ffi (aa455)~ (da455)^ 51 iR $ ft § i£ ^ @g ?ij *@ 
*& IB ?lj , 

(ac45 5) T IB IB ?ij * O IB ?ij # -*§- 1 9 ^ £ ft 5 i£ £ IB m > 
(bc455) mi f3(ac455)ic: 7jk £ ft § J£ S IB ?lj 4 1 © 455 {4(D^^^r 

n 7t f & m. s ib yij . 

(cc455) IB # # 19 CO 441 ~ 455 i£ *k £ ft § IB ?lj £ £j> & 

6 IB ?U x 

(dc455) IB^IJ#^- 19 <D 449-459 ^ £ ft o IB ?ij % ^ i£ 

S IB ?IJ , 

(ec455) Su |E(ac455) — (dc455)3&> h SI tR $ ft § % £ IB ?IJ <7) ft 
ffi IB ?IJ % 
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(aa420) T IB E ?IJ « <D IB ?lj # ^ 37 (C £ ft 5 & ^ g B ?'J > 
(ba420) ftjfe(aa420)}C ^ $ ft § % £ IB ?lj * 0? 420 (fc CO % £ £ 

^ fjj ^ s ia m ^ 

(ca420) E*l»* 37 © 415- 425 ttfc^SftSE^J**** 
£ IS ?IJ , 

(da420) *ul2(aa420)-( ca4 20)^ fe » *R § ft 5 « « IE *j 60 

*t ia ^ij % 

(ac420) TCE3fU*©EW#*38tej5%*n***EW, 
(bc420) BUlB(ac420)(C^ $ ft § % g gg ^ 4, 0 420 ffi ^ ^ ^ ^ 

tiit&M&L& ia ?ij N 

(cc420) E*J#* 38 © 415- 425 ttfc**ft*E*l**tf* 

* ia ?ij , 

(dc420) m =2 (ac4 20) - (cc420) * b M K i* tl Z & * & & & ft 

ffi ia % 

(at420) TEB»*OE5||#*39fcw**l5iit ^ , 
(bt420) !!&!E(at420)fc^ £ ft 5 ^gE^Jcpo 420 {£ ^ ^ & % 

n 7t & a& & ^ |2 m n 

(ct420) S3 ?tf#* 39 © 415- 425 fcte*i*;h,*E*r**tr« 
X IB ?ij N 

(dt420) HIT fB (at420)~ (ct420)* b M VI Z tl Z i& m ®> W (D ft ffi 

sa^ij 

(ag420) TBB»«OiJlt* 40 jj* $ ft * * £ m n % 
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(bg420) hu IE (at420)Kl ttc £ ti & i& S SB ^ <D 420 # <7> i& S 3r 
l^<^^^^S^^^ % g^$tt.X« 1 Jh <D & & & H 1JU £ 

(cg420) SB ?ij # 40 <7> 41 5 ~ 425 &K:^£;ft,5iE?iJ£^i?t£ 

s se m . 

(dg420) hu IB (ag420)~ (cg420)^ b M tR £ tl 5 i£ M IB ?IJ O f@ 
*& IB ?ij , 

(ag221) T IB IB ?IJ m <D IB ?iJ # # 41 ^ $ § £ SB ?ij , 
(bg221) BU IE(ag221)^ ^ $ 5 & S IB * <D 425 CD i& S £ 

»<Skfi«>tt*^^*.ilife$n,Xli l £A -h <d i& S #s # An £ 

fc hf i$ i& s is m , 

(cg22 1 ) SB ?ij # -5§- 41 4 1 8 ~ 43 2 {4 ^ ^ § IB ^ -a tp ^ 
S IB ?IJ , 

(dg221) IB ^ij # 41 <D 421- 43 0 -fi Jc ^ $ *i § IB &\ £ ^ m. 
m IB ?IJ 

(eg221) M IB (ag221)~ (dg221) J&> baliR$tt§^SIB^lJ<Dtg 
ffi IB ^IJ , 

(ac22 1 ) T IB IB m * <D SB ?'J # # 42 ^ ^ £ ft 5 t& S IB ?IJ, 

(bc221) iOB(ac221)^ ^ £ £ i&SSB^J <*> CD 425 {u (7) i& £ £ 
Bfc < li©Il^^^,tl$tias 1 _b <D S ft" $ 

n tc m m s ib ^ij . 

(cc221) SB 42 CD 418~ 432 ft^C ^ £ *l o IB £ "a if 

£ SB ?iJ > 

(dc221) SB^lJ# 42 (D 42 1~ 430 itL K tjk £ fi £ SB ?IJ £ ^ trig 
£ SB JIJ 
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(ec221) fuffi(ac221)-(dc221)^ b M * & tl & * * m m „ m 

ffi ie m ^ 

(aa221) TEl51«OB«#t 43 * * *L * * E * , 
(ba221) ttC(aa221)te**tL*i|[*EJ|^o 425 

ft fc jft s ia ^ij N 

(c.221) E?j«* 43 O 418-432 ft fc* ^ 5 E W H tf It 

£ ia jij , 

(da221) E*l#* 43 CO 421- 430 tt * * *, * E *l * * tf * 

* ib m 

(ea221) M IB (aa22 1 ) - (da22 1) 1 1R S ix 5 t S E^j © ffi 

*t ia ?y % 

(at221) TEEJlJ«OB?!l#* 44 iOT^^tSE^j, 
(bt221) «r»(at221)te**tt***EW + © 425 O £ 

(ct221) E*l»* 44 CO 418- 432 ffi Hi ^ ^ 5 E * * tf * 

* 52 , 

(dt221) E*j*# 44 © 421- 430 * £ *L S E *l * * «> * 

s ia jij 

(et22 1 ) ft* |B (at22 1 ) - (dt22 1 ) *> fe 31 * $ tt 5 & * S ^| © f@ * 

ia yij , 

(ag54) TEiWoiJIt^ 45 * * * * * fi *K 
(bg54) «TlB(ag54)K:j3%$tL5tt[3IE^«fiO 875 ftcD*£g£:|5£ 
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it ib m N 

(cg54) IS?IJ#-S§- 45 CO 874 ~ 876 $L \t 7jk £ ft % £ ?lj £ <g % 
£ SB 2RI , 

(d g 54) E?J#^ 45 CO 869- 8 80 {4 7jk £ ft § MB m £ tf % 

£ ia ?<j 

(eg54) Su fS (ag54)~ (dg54)^ £>jl£R£ft.5ig£ia3FlJCO;fS*£fe 

(aa54) T f 5 IB M & CO S3 ?lj # 46 Kl ^ $ ft § % £ ga ?IJ , 
(ba54) jfu IE (aa54)(C $ ft 5 % £ IB ?IJ tfJ CO 875 {4 CO Jft £ % |$ 

< Sfcffi©ift»*s^c^ % il|fe$ft % xtt i W _k co m. £ # AD $ ft 

^ «; m. m ia ?y , 

(ca54) IB?IJ#-5§- 46 CO 874 ~ 876 Id £ ft 5 IB ?!J & ^ tf 4& 
X IB ?U , 

(da54) SB^I#-^- 46 CO 869— 880 {C ^ $ ft -5 IB fll -Sr tf % 
£ IB JiJ 

(ea54) |& fS (aa54) - (da54) &jB2R$ft3:gfc£lB?!l<Z)4g4tE 

(ac54) r ta ib m m co ga ?ij # ^ 47 ^ ^ $ ft § m. m ib #1 , 

(bc54) m IS (ac54)(C ^ $ ft § % £ PB ?ij cf» CO 8 75 CO 5^ £ £ |$£ 
<»«*>*&£# ^^ItlftSft^XM; 1 « _h CO & £ a* # An $ ft 

7c i&mi&m ib ?u , 

(cc54) g2?(J## 47 CO 874- 876 {4 }£ ^ $ ft § ga yij £ t? 4£ 
£ IB , 

(dc54) 13 ?!]#-§• 47 CO 869- 880 {£ id ^ $ ft £ ga #1 ^ t? tt[ 
£ IB 3*1 
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(ec54) «HB(acS4)-(dc54)* 6>»«**LSj|[atE^(oft«E 

m , 

(at54) T«E*0*©EW#*47fcij*£;h,$tt»B % 
(bt54) Sfrf2(at54)^^$^§^ Sg2J(icf3(D 8?5 ^ £ * fc » 

<*«ot*#**,in^ %XttlKJ:0ttiSj9J#J|lSft 

% m. & e yij , 

(ct54) EH** 48 © 874- 876 ffi fc * * *b S E *l * * * 

£ IB ?U % 

(dt54) IB^IJ#^ 48 <7> 869- 880 ffifc^StbSEai**** 
* IB ?!J 

(et54) WJ IE (at54)- (dt54)7> & »R*n5**E^fl!>tt«E 

(ag52-57) TEEW«Ot?B#* 45 * $ tb 5 % X IB *J N 
(bg52-57) MlB(ag52-57)K:^ $ jfi, S^XEM * 0> 875 {4 <o & 

JO^ttfc^ftiffiSE^I, 

(cg52-57) EM* -9- 45 (73 868- 885 tffc**;h,*Eai**tr 
% S SB ?ij , 

(dg52-57) ftjfB(ag52-57)-(c g 52-57)7> b M Vl £ ti 5 i£ 3g IB ?lj 
©ffi»EW(aa52-57) TGi»«0|^«^ 4 6 $ tl 5 

& £ SB ?ij % 

(ba52-57) MIB(aa52-57)fcS*3ft5*aSEfl| + © 875 fe^^ 

*» s ^, Xtt 

(ca52-57) l«f 46 © 886- 885 &l:*^5ffi«^ 
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m. m ib m , 

(da52-57) fu 12 (aa52-57)~ (ca52-57)/0> h 31 tR £ *L -5 *ft £ |5 
CO H ffi 13 ?lj % 

(ac52-57) T IS IB ?"J * c7) IB ?IJ # 47 ^ £ ;ft -5 i£ g IB > 
(bc52-57) HU fB(ac52-57)(C ^ ^ tb ^. ^SiB^lJ ^ O 875 & (D m. 

to £ ti tz. m m ^ m ib ^ij N 

(cc52-57) IB ?IJ # 47 <D 886~ 885 ^ £ 5 IB £ # tf 

i& K IB ?U % 

(dc5 2-5 7) BU IB (ac52-5 7)~ (cc52-5 7)d> h M iR. $ h Z> ig g IB ¥\ 
<d m ffi IB ?IJ , 

(at52-57) T IB IB ^ O IB m # 47 iZ ^ $ tb § * IB ?lj , 
(bt52-57) tu IB (at52-57)(C ^ $ tb -5 S SB M ^ O 875 {£ <D & 
S£B£< Kc<@^^K^^3fe N B^$tt,Xtt 1 _h o ±£ g # 
to £ yt #f w m. S SB , 

(ct52-57) IB^lJ#-§- 48 CD 8 86 ~ 8 85 & \Z ^ £ tl -5 MB £ ^ tf 
^ * IB N 

(dt52-57) itu fB (at52-57)~ (ct52-57)7^ b 51 iR $ H 5 i& S IB Pi 
<D tilt IE ?lj ; 

i6. ifteii ^n-^tt isi^±^f j. o /> ft < 

( a ) E5l#f 1, IB ?>J # 4§- 2 s IB 3*1 # # 3 *5 <fc rj? IB ?ij # 
5 ib ft § ^ £ 19 51 iR $ H 5 IB ?U K: ^ $ fa 6 ^ » IB ?'J > 
( b ) IB ?IJ # # 5 , IB ?ij # # 6 *5 J; tj« ga ?IJ # # 7 *^ ft 5 i¥ 
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«fc ^ ^ £ n s ib ^ £ ft 5 & ^ ia ^ s 

(c) (a) feiut (b) *»&»*£jh,a*«Eai<B:te»« 

(O 1 a £H ^ T frb m ft £ ft Z> IB ?ij £ ^ tt ■ 

(at455) T IB IB 3*J * © IB ?ij # 16 I:* aSISS^j, 

(bt455) m I2(at455)fc ^ § ft % & ^ IB ?!J 4* CD 455 ft; © £ & 

m m % % ib m , 

(ct455) IB?lJ#-5§- 16 <B 441- 455 ttfc^SftSEaifc^tf* 

£ ib m % 

(dt455) E*|** 16 <D 449- 459 ft {c ^ $ ft 5 IB ?ij £ Hr 
* IB ?ij . 

(et455) Su IE (at455)- (dt455)*> 6»»«$*t«4taEKWOtB*t 

la 3wj , 

(a g 455) TiEM«(OE«f^ 17 * $ ft 5 « £ IB W > 
(bg455) M te(ag455)(C ^ $ ft § & £ SB jrj ^ ^ 45 5 {£ © i£ ^ £ 

tern mm. m ib ?y . 

(c g 455) I3?IJ#4§- 17 © 441- 455 ffi * £ ft * R *| * * tt 
* IB JIJ N 

(dg455) 17 <D 449-459ttfcjj%§^5E5llt^tr* 

S IB 3RI , 

(eg455) «ft J£(ag455)- (dg455)*> il ft $ ft § jft £ iH M ^ ft 
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(aa455) TIBE?0£<Z>E3?U## 18 ^ $ fi % ife £ IB ?IJ % 
(ba455) fu |5 (aa455)K: ^^tiS^KSB^iJ't'CO 455 ftOftl^ 

ti 7c i&m>m.m ib n > 

(ca455) SB ?IJ # # 18 60 441 - 455 f£ ^ $ tl -5 IB ?lj & & tr £ 
£ IB m , 

(da455) IB ^IJ # 18 60 449— 459 fit fC**$*L5E?!| 
X IB ?IJ N 

(ea455) S9 IS (aa455)~ (da455);e» f> 3 tR $ tl 5 £ IB ?lj O *g 
*& IB ?lj , 

(ac455) T IS IB M & 60 IB n # # 19 iz Tjk $ tl 5 £ X IB , 
(bc455) fu 12 (ac455)(C ^ £tl5:&£IB?Uf<£> 455 60 ^ £ & 

tl 7t WM&m IB ?U , 

(cc455) IB?U# # 19 60 441 — 455 ^ $ tl 5 IB #1 & ^ tf %' 

£ IB , 

(dc455) IB M # 19 60 449— 459 {4 K Tjk £ tl -5 IB &\ % ^ tr & 
X IB yij , 

(ec455) m fS(ac455)~ (dc455)^ 51 tR $ -5 £ IB ?U © tS 
ffi IB ^ij . 

(aa420) T IB IB W * <D IB ?U $ # 37 ^ ^ £ tl 3 £ IB . 
(ba420) iff |B(aa420)^ ^ $ tl 5 % £ IB * CO 42 0 {4 60 £ £ 

#^3k.*jfc£*L,Xf± 1 &t _L 60 i£ £ ^ fln £ 

ntc^mm.& ib jij % 

(ca420) @B?iJ#-5§- 3 7 60 4 1 5 - 425 {4 *C jjj* $ tl -5 IB ?U £ tf % 
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£ IB m % 

(da420) «T IB (aa420) - (ca420) **fe»«i**L«tt[aEE OT o ft 

*t sa ^'j s 

(ac420) TBE*I**>E*I#* 38 

(bc420) «T»(ac420)fc^$tl,5tt[a6E«f© 420feO^S^ 

ti & i$ 4g x ga jij N 

(cc420) E*j#* 38 to 415-425 ffifc* * *L*EHI**tP* 
* IB ?ij , 

(dc420) WE(ac420)-(cc420)^ ^ £ ft 5 i& 3£ SB M <D f§ 

*t sb m , 

(at420) T«5E*f*0>E*f»* 39Kl***t5tt*EW, 
(bt420) tfr«(at420)teij* 5 ft 420 & © g £ £ 

*t tc m. m & m m n . 

(ct420) E*]#* 39 CD 415- 425 fc * 5 E JII tr* 

a IB n . 

(dt420) fflf 15 Cat420)- ( Ct 420)^ S, IjR S ft 5 tt SE?|oft t 
IB ?ij % 

(ag420) TBI51*OB5J#* 40 t^tlStll^ 
(bg420) *tllE(at420)}C^^fts^ KSB ^, Jcf3(D 42Q f £ ^ ^ ^ ^ 

tt 7b ^ fit g s e , 

(cg420) E*j#* 40 CD 415- 425 fc * 3 ft * E *l * * tf * 
* IB JiJ , 
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(dg420) Wi IB (ag420)~ (cg420)^ £>51iR£ft£itXia?IJ<D*B 

m ia n , 

(a g 22 1 ) T IB IB ?"J H (D IB ?IJ # 4 1 ^ ^ £ ft 6 J& S @E ?ik 
(bg221) flu IB (ag221)fc ^ £ ft 3 ^ £ IB tf> 425 <fifc <Z5 ^ X £: 

ft ft m m & m ia m , 

(c g 22 1 ) IE M # 41 © 4 1 8 ~ 43 2 (CI ^ $ ft 5 IB M % ^ t? ^ 
S IB ?IJ . 

(dg22 1 ) IB # 41 <D 42 1 ~ 43 0 tC ^ £ ft 5 IE ?U & tr ±g 

* IB ^IJ 

(eg221) flu IB (ag221)~ (dg221)#> bil^$tt-5^SIB?IJ<7)^ 
ffi IB ?U , 

(ac22 1 ) T IB IB M 3k <D IB # 42 K: ^ £ ft 5 t£ X IE W , 
(bc221) flu IB(ac221)iC ^ $ ft 3 m. S IB ?"J © 425 <D & S 3r 

m < mm <om.&& x&.wms ti 1 ^ _l © s # *n £ 

ft fc #: fP S IB ?IJ , 

(cc221) IB^lJ # ^ 42 <D 41 8— 432 {4 \Z. $ ft 3 IE ?lj £ ^ tf m. 
S IB ^IJ , 

(dc221) IB?lJ#-5§- 42 <D 42 1~ 43 0 \Z £ ft § IB £ ^ tf ^ 

* IB ?IJ 

(ec221) flu fe (ac221)~ (dc221)d> b $ 5 S SS © ffi 

at ia a&j % 

(aa22 1 ) T IB IB W * © IB # ^ 43 ^ $ ft 6 tft S IE ?'J . 
(ba221) flu fB (aa221)»C ^^ft^^^IB^J^CD 425 fa % X £ 
^< iciOilS^^^^f 1 _b <D tft X *s AD $ 
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ft tt. m t is m. m ib n , 

(ca221) IS?lJ#-5§- 43 CO 418-432 {4 ^ $ ft 6 IB W Sr ^ if 
X IB ?"J , 

(da221) IB ?ij # 43 CO 421- 430 ffi m ^ $ ft 5 SB #1 * ^ tf % 
X IB ?IJ 

(ea221) gj |B (aa221)~ (da221);0> 51 iR $ ft 5 % M IB ?U CO f@ 
ffi IB ^ij > 

(at22 1 ) T IS IB m * CO IB # -5§- 44 Hl^SftS&XE 7>J . 
(bt221) ml SB(at22I)Kl & £ ft 5 it X IB ?»J * CO 425 {fc © jft £ & 
»<ftfl©*JE^**,tftSti,Xtt l ^ _h co i£ X £ 
ft 7b 0 W *£ £ IB , 

(ct221) I3^iJ#-§- 44 CO 418~ 432 ffi id ^ $ ft § IB ?IJ £ £ % 
3£ IB ?IJ N 

(dt221) IB^IJ## 44 CO 421 - 430 ffi }C ^ $ ft 5 IB ?IJ £ ^ tp £ 
£ IB m 

(et221) MlB(at221)~ (dt221)^ ig *R $ ft 5 & S IB ?IJ CO *@ ft 
IB^IJ , 

(ag54) r t a ib m m <d m m # 45 ic^^ixoiisia ?ij , 

(bg54) fu IE (ag54) t ^ $ 5 1| S IS JlJ t <D 8 75 CO & £ * 
< tfc^COi&X^^&.mgl^n^Xte 1 W_hO|fi[S^#j(lP$tb 
7c {g= #p 4ft S IB *l , 

(cg54) I3^IJ#^- 45 CO 874- 876 ffi iC ^ $ ft -5 IB ?lj £ tt & 
£ IB ?IJ > 

(dg54) ia?lJ#-^- 45 CO 869- 880 ffi ^ $ ft § IB £ tf 41 
£ EDI 
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(eg54) Wi IB(ag54)~(dg54)^ £ ii iR £ ft 5 i& S S3 ?'J CD *g *i @B 

*K 

(aa54) T 15 SB ?iJ * CD IE ?ij # 46 ^ ^ £ ;?x -5 i& S S3 

(ba54) fu fB(aa54)fd ^ £ tL 5 i& S S3 ?!J CD 8 75 f£ <D ^ £ |& 

< sfc f@ m. m & x ^ . m m £ > x « 1 ^ ± <d m. m #p £ ti 
tz ib ?ij . 

(ca54) S3?iJ#-^ 46 CD 874 ~ 876 14 ^ £ *L -6 SB £ ^ t? i£ 
S SB , 

(da54) S3?U#-5§- 46 <D 869~880 & \Z. ?jk £ tL 6 SB £ ^ tf ^ 

* S3 ^ij 

(ea54) m IB (aa54)~ (da54)^ 31 tR £ n 5 & » SB CD *@ M SB 

2*J , 

(ac54) T IB S3 ?ij * CO SB # # 47 ^ ^ £ tl 3 3& S S3 > 
(bc54) H&fB (ac54)f£ ^ £ tl 3 S S3 CO g 75 & <D i& m Z l& 

< & m <D&m & & £ tl 1 W ± CD X £S $ tl 

(cc54) S3?IJ#-§- 47 CO 874~ 876 fC ^ £ ;ft, § gfi ^ij -g- £f ^ 

* SB ?U N 

(dc54) S3^lJ#-^- 47 CO 869— 8 80 itL K ^ $ ti Z> S3 M £ ^ t? ^ 
SB3^lJ 

(ec54) M1B (ac54)~ (dc54)^ «b 51 £ tl <5 It X S3 &\ <D *@ M S3 

(at54) T IB SB n m CO SB M # -5§- 47 ^^§tUS^^S3JlJ, 
(bt54) fj|E(at54)^ ^ $ n ^5 ±gSS3^lJ cf 3 CO 875 ffi CO i& X & |& 
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(ct54) £?(|#* 48 © 874- 876 ttfcwSftSEaifc^tf* 
X IE #1 , 

(dt54) I2JiJ#^ 48 © 869- 880 ffi |C * * 5 E JII fc^tf* 

m sa ?y 

(et54) tu !5(at54)~ (dt54)^ b 1« S ft i J BJ! i oft iE 

(ag52-57) TCE^I«(0B^lt« 45 ^ * ft § * £ IB , 
(bg52-57) S&IB(ag52-57)^^ £ ft S ±& S SB ?ij © 875 © :£ 

£ ft it m m m. m is ?y % 

(c g 52-57) SB?lj#-Ph 45 © 868- 885 ffifc * ft 5 E?l *^tf 
& £ IB ^IJ N 

(dg52-57) flfr lS(ag52-57)-(cg52-57)^ » #> $ ft 5 *£r £ gg ^ 

<a *a » la ?ij % 

(aa52-57) T f B IB *| * © IB # 46»C**ft«tt*EWI, 
(ba52-57) SfrlB(aa52-57)H:^$ft5*£E3?!I«t'0 875 © i& 

(ca52-57) IB # # 46 © 886- 885 ttm^SftSE^Sr^tf 

it £ IB ?ij N 

(da52-57) Sfjf5(aa52-57)-(ca52-57)^ 9 ft £ ft 3 £ SB m 

<r> fl W SB ?ij N 

(ac52-57) T IE S3 ?IJ IS © SB M # ■» 47 \C $ ft 5 £ g Sa j,j ^ 
(bc52-57) WlB(ac52-57)^^$ft§^ SgBJ1Jct30 875fc©i£[ 
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Mt&m < siosi^^*,ii^i,xii i &> ± <z> m. m & h 
M * ti ft m & % s ib ?ij , 

(cc52-57) IB ?U # -5§- 47 <D 886— 885 {4 lC ^ $ tl 5 IB ?!| £ ^ tf 
% £ MB ?IJ , 

(dc52-57) ft 15 (ac52-57) — (cc52-57)^ b 51 *R $ tl 5 £ IB ?U 
© tS *6 MB ?'J , 

(at52-57) T 12 IB ?U * <D SB m # # 47 ft £ S IK £ IB M , 
(bt52-57) HU IB (at52-57)(C ^ $ *l § % £ SB m * <£> 875 ffc © «[ 

7JD $ *L fc ift % £ IB #1 „ 

(ct52-57) Ifl?iJ#-S§- 48 © 886- 885 {4 jj* $ ft 5 IE P\ & ^ tt 

m. m IB ^ij N 

(dt52-57) MfS(at52-57)— (ct52-57)^ b 51 IR. £ ft % & £ IB ?IJ 
© tl ffi IB ^IJ ; 

r itsftt^i 2 is * © ^ m o 

1 7 . tfr 15 i# 4€ % ib ?ij # -5§- 8 *3 «t t* IB ?IJ # ■*§■ 9 ft § S¥ 

«fc 5 *J> ft < i: t> 15SiR£ft5:&£@E?iJT*;^$ft.5ir:/;*$^ N 
IB ?U # # 1 0 , IB m # 1 1 % IB ?IJ # -9- 1 2 , IB ?ij # # 1 3 
*5 J; rj? ia ?ij # -5§- i 4©HJ;r)/>^< £ lijR$ti5ISE 

rt£#isc^-r5fi3&iii 2 k: is « © # a „ 

18. £ {* t s 

^J^^^^)O#^C0^^ia^lJC0#^E^^{±Ji-5f c feic, us 
SSftlcl!l^§^ofi^ci-^i:> r. w -e , itu IB £ #5 

tt w £ ^ & \z m m 1- s , 
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<d p - zf t s mr i s m f* © tu IB m m i* , ms i* « © 

m \z. M -f- 5 r j£ ft ^ H ffi i~ £ , 

■e m ^ z m n # i f n -e & % if * * i 8 cibi ©yn-^g 
^ -f b & ft o 

5 it # g( 1 8teifBtt©:/n— ^BjgflsXtto 

2 1. SRfifl:©iSBaSiiMBLia-Kt5ifi^-efc 
5 » * ^ 1 8 (c =B ft cd 7° n — y ® £ £ # o 

2 2. i oyn-^^cifff^^^^^jig^g^ 

2 3. Sft: £ % 

(b) ia^j#^5, |H?iJ## 6 *j j; ot BB # -S- 7 ^fc ft 
«fc t) 51 ^ $ ft % @B ?ij jc 7jk £ ft § £ g @ E ^ 

(c) (a) *5.fctf (b) *»6>»R*ix«j([atE3?l©tt*|H 
m ; 

HU 15 £ flc @ £ {b $ ft , J. o fi* T O SS ?IJ ; 
(at455) Tl5iB^j*(DiaM#^ 16 fciS * ft 5 **EW, 
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(bt455) Wi IS (at45 5) K ^ £ ft 5 S SB ?!l ^ <£> 455 ji <D i& S £ 

(ct455) MB ?U # 16 <D 441~ 455 <£ III & ft 5 IB ?ij & tf 
X MB ^IJ „ 

(dt45 5) I3^!l#-i- 16 CD 449 ~ 45 9 & ^ $ ft 5 IB fll £ ^ if i£ 
X IB ?U , 

(et455) wl 13 (at455)~ (dt455) 7^ <b 51 tR $ ft £ % £ S3 n (D *@ *§ 
IB . 

(ag455) T 13 IB ?IJ 3? <Z> IB W # ^ 17 }C ^ $ ft ^ 36 S3 ^'K 
(bg455) tu 15 (ag455) tjk £ ft 5 ^ M IB ?lj O 455 {4 CD ±& S £ 

i& < ti©is^^^^f ft^ix^ii i &t _t <d m. & # # ^ $ 
ft re m. m sb ?y , 

(cg4 5 5 ) SB ^IJ # 1 7 CO 44 1 ~ 45 5 {u. Id Tjk £ ft § SB £lj & tf ^ 
S SB ?IJ , 

(dg45 5) SB^lJS-^- 17 <D 449—459 itL ^ £ ft 5 SB #1 £ ^ t? % 
S SB ?IJ . 

(eg455) gf 15 (ag455)~ (dg455)^ 6 51 *R $ ft 5 & £ SB m <D ft 
« IB W 

(aa455) T 15 SB m & <D SB m # * 18 tC ^ $ 6 & £ S3 ?IJ . 
(ba455) m 13 (aa455)}C ^ $ ft 5 j& S SB M *P <D 455 {4 CD ^ ^ ^ 
< iiOJgSAS^^^H^^ii i ^ioSliM^D^ 
ft 7c: tti % £ IB ?IJ „ 

(ca455) S3 ?U # # 18 <D 441 ~ 455 it. w $ ft 5 SB ?IJ £ "a if 
£ SB ?'J > 
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(da455) Ifi?IJ#-S§- 18 CO 449- 459 {fcte?j*£ft;5E?!| & 
S IE m N 

(ea455) BU IS (aa455) ~ (da455) ^ 6»R*^«*age W(0tt 
It 12 fl[ 

(ac455) T IE IB ?ij & co 12 *| # i 9 ^ $ ft 5 % X |2 ?ij N 
(bc455) M 15 (ac455){C ^ £ ft 5 j& S @2 * © 45 5 (fe CD & £ £ 

tt 7c f 12 ?ij N 

(cc455) 19 © 441- 455 ttfc^SfbSEMfc^tftt 

X 12 ?ij % 

(dc455) I2^iJ#^- 19 CO 449- 459 & ^ £ ft <5 IE JIJ £ 

* 12 #1 , 

(ec455) MfB(ac455)-(dc455)^ a ^ $ ft § ^ S IB CO +g 
« 12 ?U % 

(aa420) TEEW*OEW#* 37 fc* S*i5*«E , 
(ba420) tu IB(aa420)tC^ $ ft § Ig^gg^j 4, ^ 4 2 0 -& 0> g £ 

nir ^ m m m \ 

(ca420) I2J/j#^§- 37 © 415- 425 #fc:;5*$ftSE*l**tP* 

* 12 JIJ s 

(da420) m fiS (aa420) - (ca420) *&3B*S<h,5;|fc*EHI©ffi 
*£ 12 ?ij 

(ac420) T 15 12 ?IJ * CO @2 ?lj * # 38 33% $ *L <5 £ IB ?U % 
(bc420) ftft IS(ac420)(C $ ft § ^ |B ?ij CO 420 {4 © & g £ 
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ft tz mm urn S3 n > 

(cc420) lE^IJ # 3 8 CO 415~ 425 {4 id ^ $ ft 5 SB ?'J £ ^ tf 4fe 
m SB ?U N 

(dc420) m IE (ac420)~ (cc420)^ fe3llR£ft5^£Sa?lJcOtg 
SB ?ij 

(at420) T 15 IB JIJ ^ CD SB # 3 9 tC ^ $ ft 6 % * SB ?lj % 
(bt420) ml IE(at420)tC 7jk £ ft 5 ±& ^ IB ?IJ 4» CO 420 CO % £ £ 

titcmm^m m m % 

(ct420) SB ^'J # -^r 3 9 CO 4 1 5 ~ 425 (ft fc ^ $ ft % SB "a t? 
£ SB J\\ 

(dt420) SO 13 (at420)~ (ct420)^ £>a&$ft-54tt£Sa?!f©*B:fl& 
S3 ?IJ 

(ag420) T IB SB M $ CO S3 ^1 # # 40 ^ $ ft § Jfeg £ S3 n , 
(bg420) fu fB(at420)fcl ^ £ ft 5 ^ g S3 ?U «P CO 420 {& cO ^ g £r 
& < «cfi©ttLJKiS^^c x «|ftSft % Xtt 1 ^-bcOi&£tfSft-3)n£ 
ft fc {gF Iff £ £ S3 ^IJ . 

(cg420) SB # -i" 40 CO 41 5 ~ 425 it j£ ?5* $ ft § S3 m Z tf 4£ 
S SB JiJ , 

(dg420) Su IS (ag420)~ (cg420) 7$> <billiR£ft'5i&SSfl?<JcOf@ 
S3 

(ag22 1 ) T IB SB m * CO S3 JO # # 41 ^ $ ft 5 % £ SB „ 
(bg221) m |2(ag221)|C ^ $ ft 3 S S3 ?'J «f <0 425 ffi cO i£ £ £• 

ft 7b fli i£ £ S3 #| „ 
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(c g 22i) 4i <o 418-432 & (c ^ z ti % mm^^t^m. 

£ IB ?ij , 

(d g 22i) mmm* ai <d 421-430 hlk^ $ ft 3 mm 
x m m 

(e g 221) S&fB(ag221)~(dg221)^ ^il^^^SigSiH^J^^ 
*i 12 ?IJ . 

(ac221) T 15 IB ?IJ ift CO SB Jlj # ^ 42 fc/T ^ ti -5 t«E^iJ , 
(bc221) fu fS(ac221)fc ^ £ ft 3 i£ X IB ?lj * <D 425 <7> i& £ £ 

ti 7t m M ^ ia ?\\ N 

(cc221) BB 42 <D 418- 432 teK^SftSE^Jfc^tftt 

x ib , 

(dc221) 42 CO 421-430 ffi jj* £ ft * ffi ?lj & t? £ 

£ IB ?IJ 

(ec221) Ml3(ac221)- (dc221)^ & IiR S ft 5 jfc S B j( © ft 
*t IB ?IJ , 

(aa221) T IB IB JlJ * <D IB 3*J # -J§- 43 ^ £ ft § j£ £ SB M . 
(ba221) Bff|B(aa221)^ 7jk £ ft 5 £ IE ?IJ t£ <d 42 5 {4 <7) i£ g £ 

7C {1^ ^ @B ?lj % 

(ca221) 43 © 418- 432 fir (c * $ ft § G £ ^ ^ ^ 

* IB s 

(da221) £?IJ#* 43 CO 421 - 430 & ^ $ ft S £ ?|J * ^ ^ ^ 

S IB ?ij 

(ea221) fu IB (aa22 1 ) - (da22 1 ) 2» 31 |R $ ft § i£ £ gB Jij © 
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*t ia m ^ 

(at22 1 ) r fB m n m <n> ia # -t 44 tc ^ $ tu 5 & & ib n 

(bt221) jiu lB(at221)Kl;^ £ *L 5 ±&XIB?"J CD 42 5 CD i& K £ 

Bfe<*fiio4fi:*3as^3fe.iKift§tb % xtt 1 ^ -h cd j£ m # # an $ 

(ct221) IB?IJ#-^ 44 CD 418 — 43 2 & \Z. & £ fl & & & & tt US. 

m ib n , 

(dt221) gB^J# # 44 CD 421 ~ 43 0 ffc ^ $ ft 5 IB n £ i£ tp % 

sia^j 

(et221) tu IS (at221)~ (dt221)3&> 51 *R $ ft 5 % £ IB &\ CD t§ ft£ 

ib n . 

( ag 54) t ib ib m m cd ia m # # 45 ^ £ ft 3 s ib #j . 

(b g 54) W |B(ag54)(C ^ £ ft § S IB ?ij CD 875 {£ CD g £r |& 

ft m m % & ib w > 

(cg54) IB^lJ#-§- 45 CD 8 74 ~ 876 & fc: ^ £ ft 6 IB £ "a if 
m IB #J % 

(dg54) gB?iJ#-^ 45 CD 869- 880 {£ £ ft 6 IB ?U £ if i& 

m ib #i 

(e g 54) ffr fB(ag54)~(dg54)75> k5Jt*R£fto±&Sga?iJCDfBffiifl 

(aa54) T IB IB ?!l * CD IB ?ij # 46 ^ $ ft 5 £ IB ?ij . 
(ba54) fijfB(aa5 4)K:^ £ ft 5 *£^IB?U CD 875 CD i& £ £ |& 

it w ffi m. m IB yiJ , 
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(ca54) I2?tf#-^ 46 CD 874- 876 ft (C *k $ ft § |H M £ tf tt 
36 E 81, 

(da54) IS 46 CD 869- 880 {4 ^ $ ft <5 IB *| & tf g 

£ IB 3?IJ 

(ea54) fu |E (aa54)~ (da54)^ 51 #^ £ ft 5 i& ^ E ?"J CD *@ « IB 

(ac54) T IB IB J\\ ft O IB *J # 47 fc ^ $ ft % £ g g fi % 
(bc54) BU IB(ac54)^ ^ $ ^ igSia^iJ f o 875 ft CD i& X £ |& 

**$ft %Xtt lK±o***«-Jp*ft 

7c 4* m. & IB JIJ , 

(cc54) E?!!** 47 CD 874- 876 4fcfc:jj*3ft;5Eai**tf* 
£ IB ?U N 

(dc54) E?V** 47 CD 869- 880 ft |C * * #1 « E W t ^ tf * 
X IB JIJ 

(ec54) m IB(ac54)- (dc54)*> ^St^^ftS&SEjlJCDte^E 

(at54) TBEM«OE3F0#*47fcia%**L«SaiE?!l % 
(bt54) mB(at54)^^£ft<5J£gE?lJ*tf> 8 7 5 ft CD i& X £ B£ 

«*3ft %Xtt lK±©«[a£*t-H-JP*ix 

7c mmm.^ sb ?u , 

(ct54) E?U#* 48 CD 874- 876 ft ^ $ ft <5 E *l «r * t> 41 

£ ib m , 

(dt54) EH*# 48 CD 869- 880 ft £ ft 3 E ?U £ if 1& 

SIB^IJ 

(et54) Wi IB (at54) - (dt54) fa h 51 ft $ ft 5 £ IB CD *@ « Ifl 
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(a g 52-5 7) t te m m m <d ib n # 45 sa , 

(bg52-57) m IB(ag52-57){C ^ £ ft 5 i& ^ @fi ?lj ^ <0 S75tiL<D& 

m&m < mm <Di&m& Ktk^ww!: z ti.xi* i ^ _h <d m. s a* fl- 
ip $ ft fc m m m. m sa m , 

(cg5 2-5 7) IE JIJ # 45 <D 8 68 ~885ffiKl5j*$ft5E 
% * IB ?U , 

(dg52-57) ffj ffi (ag52-57)~ (cg52-57)^ il *R £ ft § ±£ S 13 
<D n M SB ^IJ , 

(aa52-5 7) T 15 IB 3\ * CO 13 ?lj # -5§- 46 ^ $ ft § ±£ S 13 n . 
(ba52-57) ftj |E(aa52-57)t ^ $ ft 5 S 13 £0 ^ <D 875 <D i& 
i^Kifi^Il^^^ Jl^aiJ l _b (7) i& S is H 

m <* ft fc m m m. m sa ?ij , 

(ca52-57) 13 ?ij # 46 (D 8 8 6 ~ 8 8 5 K fjk £ ft 5 13 3r "a" 
^ S 13 ?ij , 

(da52-57) Wi IE (aa52-57)~ (ca52-57)^ £>31tR£ft<5i&^I3?IJ 
O fit S3 > 

(ac52-5 7) T IB S3 m * 13 M # ^- 47 }C ^ $ ft § ^ m 13 ?IJ , 
(bc52-57) m IE (ac52-57)Kl ^ £ ft £ i& ^ SB M <Z> 875 \iL (D 

m & m < mm <Dm.m& . s m £ ft > x « 1 _b <z> *i; g a* fl- 
ap $ ft 7c ^ t$ & s ia . 

(cc52-57) 13 ?lj # 47 <D 886~ 885 \<L 7F & ft -5 B3 ?lj & ^ tf 
£ 13 ?ij „ 

(dc52-5 7) m IB (ac52-5 7)~ (cc52-5 7) ^ b it tR £ ft 5 ±& £ 13 
<D tS *§ SB ?ij , 



WO 02/077281 



78 



PCT/JP02/02030 



(at52-57) TiEgfi?im<DIE?IJ#-i§- 47 *j% £ ft % & £ @ E m % 
(bt52-57) lu|E(at52-57)fe: ^ £ ft § j£ ^ IE ?lj * <£> 875 & © i*g 

*P $ ft it & M & £ IS 3?iJ „ 

(ct52-57) gBJlj## 48 CO 886- 885 ffi»C^dft 5E W**tf 

& £ Id , 

(dt52-57) «TC(at52-57)~(ct52-57)^ $ tLSataEiB^I 

<7> *g M IB JIJ ; 

^ /> < t h 1 m 4R $ ft 5 IB ?ij £ ^ tr m 2 7° n - ^ £ ; 

ft 7k II 1 8 |E ft (7) 7" a - ^ gl j£ it & ft „ 

Mf 3ft il 2 3 |S ft <D -7 u - ^ gj £ ^ g ^ o 

2 6. KT^Iit5ifwiic^||: tt5s$tt ^ ft 
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(d m mm ft mm t & w> m -r z> ^ t c r. ^ -t? , ni^^^^n 
t a m (d ^ m o 

2 8. ( a ) (omtiRj&k&imft xm&te#t>* b (Dtfy&mm 

2ffe ; 

( a ) iu iB jig ^ (D m m co ft m ^ * s ^itsitsi 

t t , 

^BtjfB^^i N Wf3^2(D^^^n-y^^^i-5tfjfB#|#: 

otfifB^^i^^tUi-s^t SufBmi^^^^c 

— ^K:*S-g'i-Sfl(rf5*5JPR|»^«jO«ffB«»t, Iff IB !g 2 tf) *g 

, utr ib m. m m n -r s tu ib ^ w- <d m a t m m -r s ] 0 
tat <d^& 0 

3 i. ( a ) (Dmmfcifc^ftmtf x mmmtkfr b nmmmm 
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3 3. IfEifriS^^^v.^f, #*LK#, ^ * p 



